The highly metastatic human melanoma cell line BLM was transfected with the ElA or EIA+E1B regions of adenovirus 5 (Ad5). A series of progression markers, correlated with the malignant phenotype of parental BLM (including calcyclin, thymosin 0 10, plasminogen activator inhibitors types 1 and 2 urokinase type and tissue type plasminogen activators, vimentin, tissue type transglutaminase, and interleu kin-6), was collectively repressed in the transfeetants, whereas several control genes were not affected or even induced. The apparently coordinate repression of a set of markers by the same regulator gene, Ad5 ElA in this case, suggests the existence of one pathway under the control of a main switch and predicts that one or more as yet unidentified cellular master genes normally exert this function. A reduced oncogenic ity was observed after subcutaneous inoculation of the ElA transfeetants into nude mice and provides additional evidence in support of a tumor suppressor function of Ad5 E lA . © 1996 Academic Press, inc.
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DISCUSSION
The presented set of experiments was designed to study molecular mechanisms controlling Vol. 225, No. 3, 1996 BIOCHEMICAL AND BIOPHYSICAL RESEARCH COMMUNICATIONS to this subject no unifying concept has emerged yet. The ample data are listed in recent reviews (11, 39) . In general, it is concluded that the mechanism does not seem to be mediated by one specific factor or interaction. Furthermore, it is pointed out that the qualitative effect (suppression or promotion) is factors (RB, p i07, pl30, p300) . It is known that E lA inhibits cAMP-dependent activation of the IL-6 promoter due to interac tions with and inhibition of CBP (44) . The mechanisms of the effects described in this report have to be elucidated in further studies.
In summary, our results add new evidence to the earlier observed suppression/reversion of neoplastic progression by ElA (15,17,40,42,43,45 ). More importantly, while the apparent inhibition of the oncogenic potential of several human tumor cell lines was ascribed to the mere suppression of individual genes essential for advanced progression, our data show that ElA interference is more comprehensive and concerns the specific suppression of all tested genes whose expression is positively correlated with neoplastic progression panel of human melanoma cell lines of increasing metastatic potential. We therefore conclude that EIA fulfills the role of a " master gene" , i.e. a gene responsible for the transition of one phenotype to another. The coordinate intervention realized by a viral gene suggests that neoplastic progres sion proceeds along a common pathway(s), which may be equally well controlled by (an) as yet unidentified cellular factor(s).
